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M > 7R L AR T ) aRT I VRE L OMICRIBERE O b, £, T e
FEEEAN 40 umol/L BLED 3HITIE, E Rax Y ans Iy bg OREICE-TY T ) a5 I AR
NEFI U7, — 05, I S 7 R EEAS 96 umol /L Tho7- 1 filick Rux Y aF 3 5g 258
s (&5 10g) LERI TR, mP> 7 /) a "I I VBB 2 fFIcE TR L,
PLEDOFERENS, B RuX Y anT Iy s ik T 7 U E 40umol/L T T A4
VEMETE, MMM F LT U REN 40umol/L BB DGEIL. BAVT AT EEET DD
BN GERRETH D & Sz,

RREERIEHER
BRI ER
R L

T tRR
R # G- Je O A PERUBR I S L T,

BE - WERIEER
i M Ok % 72 2 b G & U 72 B RERIBRIT 5 il L Tuhzgny,
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(6) AEmIER

1) EABBERE (—REARERE. EARBLRAR). RERTET —IA—RAE. WERTEER
KREABROAE
BT R EIEGNI RS 2 AFIOF MR L e E BT 2 BT, Ractk 3 EM. A&
U 7= IEFN R U Tl FERIREMFEE 247V 2T < 9 JEF O @S IE Sz,
TRMICEWN T, 2O TRERORIUIERD b T LA TIX, dGE2 6], R 441,
HERESHE VI FERTHH- T,

2) RREFHELTEEFEONBRXEIERL-RE - HROYE
Y LR

(7 =0t

(BEEHK : AEAT—4)

1) BHCETEAIRNKEHERKEERNRE LTERSINZTORRY T4 THERKRHARE Y
b RedYyand I 4~16g (FRAET bg) 7% 69 BTG 4L, 50 il (73%) 23AELFEL. 19
IHIETE U7z, 517 L7z 50 Bl 9 Bl GEBIEN H o 7=, Fio, Mo 7 U RENPFHERE R L
EZHND39umol/L UL ETH o7 42 B 28 i (67%) WAAFL., M7 SRENBIEE &
EZHID 100umol/L BLETH 72 19 BilHh 11 ] (68%) AAFE LTz, LfifEIRREEICH - 72
156 2 6] (13%) BNAETFE LT,

) AFNOAB I NI AEROAE @) 1%, TRIREHES L LT, @i, RAIKIEE Rexyans Il
LThg (1A TN %, AAEETAPAEK 200mL ([ LT, 16 Rl BT CEEBET 5,
BMFEE-E LCOIERICE Y 1 EREME G TE 2, BN 53 288X, 16 53 M~2 R 20 T A
ET 5, REEEIIRAICIZ10g 2 ERBET5.) THD,

2) BB ITBLT UILEYOERXFIIFHICE FTEIRAETRICETEHL bORRI T THRE Y

14 Fh 10 BINAFE L AFELE 10FIF 7 Homp s 7 U BENEIEE L E£%2 515 100 umol/L
BT EHEISR TS,
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VI : E3hFEEB(ZEHT HIEH

1.

2

() EAEMGL - fERKEF

(2)

(3)

REZHICEHEHHIELEHRITILEHE

WAEEE T SV, FAMREET MY oA, a0 NESE
IO LEESRT L L,

EE  BED S 5B DEE TN REIT,

KR

ERtF

EREXYang IS FOZMMOa N A T AFEE L TWAKEEA T T oA I iE
THZLIZEY, 7 7 ang I UNEREN, RPICHEEEN S Y,

EW & BT HERBRAAE

SMIT7URHIIHTHER (4 X)

R L 72 A XISV T oAb U 7 ARERIRNE S S =%, AHAER. E Fax Yy a5 3 0 75 XX
150mg/kg 2% 7.5 Z3 LA i TEOARNE G- S 7z, #& 5 4 B0 AR IT, ABAERKR G 41%.
75mg/kg ¢ 5-FF 95% M TN 150mg/kg % 5-7F 100% ., WONZ 14 A% T, EHAEERE 5 18%., 75mg/kg

¥ 5B 79% M Y 150mg/kg ¥ 58 100% TdH - 72 9,

ERsa
= (o AR 75mg/kg 150mg/kg
7w ) (n=17) (n=19) (n=18)
4 W§fH % 41% 95% 100%
14 H# 18% 79% 100%

ERRERFR - b

B L
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VI : EMHEICEHT SIEH

I mPREOES
(1) AR AN M RE
B L

(2) ERRHRCHRBSA-OPRE
(B%F . NBAT—42)
HEKE
R AICE Ry 23T I 2.5¢g (9H1), 5g (1241), 7.5g (9 ) MK 10g (11 41) Z &M
G Ui R, AERpEoEmEEN s BEZ s (K1, 2), B ReXxya T I b0l
BOBESTFEER AT I (D) (B Fax Y ans I o olllEtSmE) o C,., EHEIL, i
i 113 ugeq/mL KR BT9ugeq/nl Thotz, FFRIZ, B Rk Y anF I 10g OFEG# DS
FTEENRa AT I () O Cp FHEIX, NN 197 1 g eq/mL TV 995 1 g eq/mL T -7z, (K
SRR T 22 () OFEEEHIE 5g & 10g D5 BIZB VTR 26~31 Bl TH -7 Y,

) ARFNOKB SN AEL O &GP 12, TPE#EE L LT, @, RAIKEE Fedya g I L LT
5g (I NAT)V) &, AARIERFAEEEIK 200mL [ZEEME LT, 156 L E T TRIEFET 2, Bms
ELT, IERICE Y 1 ELREMEL TE 5, BINEET BB, 16 M ~2 R o TR ET 5, B
HEIIRAIZIZ 10 2 ERET D, THD,

M1 mEPEFFEIANTI - (M) RE (FHEXSD)

m¥EhEREE (Mg eq/mL)
g

FUBRIRPHEHE TRORSE (h)
FHER¥. se8 250 4+4a 59 +4% 753 ##+= 10g
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B2 mEPHLINTIo- () RE (FHE=LSD)

1300

1200

1100

1000

900

800

700

600

500

MmiEHEE (ug eg/ml)

400
i

300

2004

100

RERIRAIREAE T RO (h)

=] SHI| = Le Cmax tmax AUCO*L AUCO*OO t1/2
B JHI %
Bl | WENER /) (h) (ug eq-Whl) | (ugeqhmd) | (b)
I\ Bl
gij;%/_ 73.1 0. 142 188. 4 201.3 30. 3
2.5¢ | (m) h (14.5) (0. 041) (25. 5) (28.1) (2.4)
(n=9)
BanNg - 287. 6 0.225 3566. 0 4018. 4 32.8
(1) (32.5) (0.119) (636. 9) (729. 3) (2.9)
I\ 7. EL
Eﬁi;%/f 112.7 0. 242 366. 0 394. 6 30. 2
5g (m) h (20. 8) (0. 029) (37.2) (36.9) (6.7)
(n=12)
VA A 579.0 0.324 8453. 7 9422. 9 31.0
(mm) (112.6) (0.110) (2639. 8) (2991. 6) (2.8)
I\ 7 EL
Egjj\j;%/_ 128. 6 0.371 562. 3 593. 4 27.5
7.5¢ | (m) h (46.9) (0. 047) (167.7) (171. 5) (2.5)
(n=9)
E VAL AN 740. 3 0. 525 10815. 0 11963. 6 30. 5
(Im) (182.7) (0.118) (2479. 2) (2640. 2) (4.6)
I\ B
gi;%/_ 197. 2 0. 506 762. 5 813.8 25.9
10g (m) h (40. 3) (0.013) (141.9) (153. 3) 2.7
(n=11)
BanNg - 995. 3 0.551 14271.5 15681. 1 29. 6
(1) (149. 1) (0. 099) (2166. 5) (2571. 5) (4.7)
KTED () WITEREFE
(3) HhEE
HEER L
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4) BE - fiREOZE

D BFEORE
BBk L

2) PRRZEOEE

IVIl. 7. *#HEAEH ] DIESMH

2. RYRERI/NDS A —4

(D) BB# A%
R L

(2) WRUREEFE B
Y LR

(3) HEEEER
AR L

4) 20753 2R

(8% NNEAT—%3)

fEFERRANICE FrX Y a T I 2.56~10g ZHEIFFIRNE S LICBEO 7 V77 R TTFROEEY

ThoT,

) AHOAR S I HER O R ) 12, THIEEZE E LT, @, fRAIKEE Frdyand I e LT
5g (1A T V) & AASK)RIT AR R 2000l (IZ¥EMF LT, 16 Sy LA L2 THRGRFHET 2, Binks
15 4y [l ~2 e 221 TR FHET 5, iR

LT, ERICED L EREMBESTE 5, BIEET DB,

HEFRAIZIZ10g % ERET S, THD,

=N 2. 5g 5g 7. 5g IOg
RER (n=9) (n=12) (n=9) (n=11)
CL 12.5 12.6 7.5g 12.5
(L/h) (2.1) (1.2) (n=9) (2.0)
RTED () WITHEERZ=
a5 3 o- ()
— 2.bg bg 7.5g 10g
ZER (n=9) (n=12) (n=9) (n=11)
CL 0.633 0. 566 0. 644 0. 645
(L/h) (0.122) (0. 148) (0. 131) (0. 103)
KRTED () NITEEERZE
(5) NWMAiE
BEASFEa/N5 32— (M)
= 2.bg bg 7.5g 10g
R (n=9) (n=12) (n=9) (n=11)
Vss (L) 325. 8 349. 5 333. 1 280. 7
58 (41.0) (99.1) (91.5) (62.0)
RTTED () WITHELERZ=
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BanNzzo- (m)
RO o) ) () )
Vos (1) ig QS ?5 g%
KTED () NITEERZE
(6) Znith

AZML7g0

3. BER (REaL—a>) @i
(1) #R# 73k
BB L

(2) 185 A—5 EHER
AR L

4. RIR
L7

5. o
(1) % — i BE P9 @ d
R L

(2) Mk —RAIBAFe BB
BB L

(3) R~OBE
R L

(4) BRA~OWBITH
AR L

(5) ZDhDHIHE~ DT

BT L
(6) MIEBEHEE
LU 185 6 56 < 49 95%
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6. e
(1) fRBEM R U B
BT L

(2) KBI-EAET HER CYPH) ODHFE. FHFEX
HRUERR L

() HEEANROERERVEOEE
BERSAA

(4) REYOFEHDOEERVEM.L, FELEER

AR L

7.

(1) B BB(L B O
%

(2) Ptk
(B%F NBAT—42)
5% 72 BERNCIRHPICHRI S Nz a T 2 v (D) OFEWHREIL, s &5 T ey axs I v
DF)60%, 10g 5 TR 50% Th o7z (K 3), M, BIRPHEEITE G5 & 60~T70%LL T
b RSN, RPPEMO R ITREY O 24 K THR NN V. REARITFEFIRNEAD 35 A #%
FTROLNEY,

W) AAOEREINI-AELOCHE M) 1, PRS- & LT, @%., BAIKEE FrdFYyanng I LT
5g (1A 7)) %, HARMFFHFAAENK 200mL (2R L T, 15 ML BT CRGEFRET 5, B E
ELT, ERICKY 1HEBMES TE 5, BMEET 5821, 16 /M ~2 KR TR T 5, B
HSEFACIZ100g % ERET 5,1 THD,
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3 #ans

n

V- (D) ORBPRAFEHFME (%) (FHED)
100

90

80

FReBE#E (%)

T T T T T T

0 12 24 36 48 60 72
REFRE SR TRORE (h)

HEr: —«—259 —fF—59 —©—759 —A— 10g

8. b3 YRK—E—I=BT B1EH
AR L

9. BREICLDBEE
MM ER e L

0. HEOEREAT 2BE
BB R L

1. 20t
LR L
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VI

T (FALDOIEF) BT SHEAB

1.

6.

ZERNREZTDER
REIN TN

ke

BRAREZDER
WE S

RE STV

MEXIIHRICEEST 2FELZTDER
(V. 2. eI RICEI#ET 2R 22T 52 &,

AZERURAEICEET 5FE L ZTDER
BREIN TV

EERQEARNIE L EDOERH

8. BEELEARNIEER

8. 1 AKNL, BFRIEORHIZRLRVWOT, BONIHBBRIEZITY Z L,

8.2 FAWRET U v AL OOHIC L D2 HIMER LRI L Cewy, [10.2, 14. 1.3 B ]
8. 3 MANEET I v & DOFHIC X D2 HINER O LRV L Teuy,

REDEREZRILBEICHT IR

(1) &HHE - BEEFOHLHESE

9.1 GHHE - MEEBFDHHESE

9. 1.1 b, BIRBRABEEZTOHLESE

PEER MR A9 2 & D DIBICBEZ T, JERDBE(L T2 B8ZhnH 5,
9.1.2E42 3B, (7/7aNF3Y) ITHLBRECHREEOHSEE
BRERLDZHRRV LTSN BE RS K5 LRV,
9.1.3AXFDAmS (EFAFVIANTIY) ITHLBBECREEOSHSEE
BR R/l Sh 56 RS K5 LRV,

<fEE>

9.1.1 ARIEZ, IMIHEMIETH 2 BRABERERO EA EOFEE] IZGEHINTWAIRNELE S &I

TE LT, D, TEBR IS RISRERE O b 5 B ICAK 2 B 59 2B, fEBRMikEE 8T 2 & h
O, DIRICEEZ T, EERDEBELTI2BZNWNH LD TREOREZ +DICBET 52 L,

9.1.2. 9.1.3 WEAMCBIT BEERAICE Fu% Yy 235 3 2 2. 5~10g & HEEIRNIRE L3 D 2
IZEBWT 2.5g KON 10g BEICA 1B GE2fB)) O7 LAF—IGNBD L 2 & LW, s
DO LEIZBWTE Fr XY a T I ok LBBUE OB D H 5 BB IOV TR
ENRRINTWNDI ENLRRE LT,

) AR OAKR S NI ELOHE (BF) 1, TREkEG L LT, @i, RAIKIEE Fr¥x Y a7 3
e LThg (I AL TN) &, AARIETI7APEER 200nl (M LT, 16 20 LU 20 Tl &
HEd 2, BIMEEGE LT ERICED 1 EIENEE TE 5, BINEE4 5B, 16 47 ~2 R
JCRIAEET 2, REGREIIRAICIT 10g 2 ERET S, THD,

Ra
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(2)

(3)

(4)

(5)

BHEEEEE

9.2 BHREEEESE
ERr®Y ang I 3ECER» OIS N D20, IPREN LA L. BHERRH b sk
ENRH D, Fio, FHEREROKRGICEY ., Ky, HET N U U LAOBEEERGICHD 0,

<f@RE>

5 1 ARERPRRRER V0 P OfER, B 5% T2 RERICRPICHEit SN2 "F 1 (D (B ke Yy ansg
JUDOWEMEWE) OB EIL, 5g B ETE Rurx Y a T I o0k 60%, 10g # 5T 50% T
boTm, BRI, IR THEIE TG ED 60~T0%L L Th 5 LB S, Rodeito KTk
WD 24 R TH- S8, FRARITHIRNIEAD 35 B E TRDOD LT, ZHUT L0 BireREEC
L BARBNOMFFERI DR N L EIEICEEL RITT N EZOND I ENOHEELE, £285
WCABEEROBE SIS > Tix, IMIBERKECH 5 BRAEBRRERO A EORE] 21 &1,
(B REREBE TI3) A, HLT MY U AOBFEEGICHY 03 < TERDET 2B8E0NH 5
Tl EBR L, BREEEREICARE R T OBIIBEOREEZ FICBIRT A L,

W) AFNOAGB NI AELOHE G X, THEES L LT, @%, BRAIKEE FrdYanngd I el
5g (L XA TN) %, HARMFEFAAIER 200mL (2R LT, 15 0 HLL BT TRl 5, Binks
LT, ERIZE Y 1 EREM#F S TE 2, BMNES 3 28T, 16 R ~2 R CRFETHET 2, R
HEFRAIZIZ10g 2 ERET S, THD,

Fr#eefE=E RS
RESNTWHARN

HEREERT OF
RE ST

vt 4

9.5 147
IE0R TR U C WD RIEEME D & 5 I EIZIZR G LW ERNEE LW, 7y REDUHFICe B
a XY a7 375, 150 X% 300mg/kg & & 5- U=/ Me R d ek 235\ T, 150mg/kg BA_E T,
7 v MW OB, B 7 SRR & O O 8 i 2 o IR/ IR Va3 e OV &
MWD B, 75mg/kg LL BT, 7 v MIEREBINME, BREIDHK N, ¥ FICEBEERBD S OR
EEERRBDO N ORENDH D, 2BHRG 8 150mg/ke 1%, RAICEKIT DREEHRED 10g 12
EERE

<fRE>

Z v MZ 5 KON 50mg/kg HALHE 1~19 BIZE TH G L L2 A, ALK ORIRICRR T X ZixH
bAedot-, £7-. 7YX 50mg/kg B IEHR 5~28 HICH TG Lz s 2 A, RHEKROWRIRICHRE
TREPAIZHA SN o7, (TIX-2- (5) EHRER/AFEMRR] OEBR)

L2 L, B MZBWTHERICRE L7e5E OREMEITML I TRV T, Ik IR LT
DEREMNH D BEICH LT, FBELRNZ ENEELL,

WS CER ST v B RO FIZHB T 20/ MBIREEREBR T, MR, /6 RSN & O A
RO HNTZZ L L0, HBRFERICET 2 ZEBRL LT,
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(6) BRI

9.6 IZEL1%
BREOFREL ORI REOF L ZE L, IO TP IEE2 BT 22 L, AR E B
AP A~DOBITIZOW T SN TV,

< fRER >
B ~OBITIZOWTOREIT R, BRI LTV, RAFDOEEFE KRG T IHEAITE
W EOHERMEM OB REOFRMEEZZR L., BRAOME X ITFIEEBETT25 2 &,

(N NRE

9.7/hR
NREZ S & LT BRREBR TSN L T, ANRIT - 2 AR o F G- 8RI3HRO TR 57T
DM, NRICAA T0mg/kg &G LIz BHIARE SN TND 7,

(8) EtmE

9.8 BihE
BEOREBZBE LN OEBICKREGT 52 L, —RICAEBBEESME T LTS Z L3E0,

< fRE>

FEE IR T D EHRA 0 TRV, ERAERMC RN ERFEET#H L,

— R EEE CIXABEMBENMET L TWD ZENEWNid, HEICERGTIVNERD D, AFIEEIC
B> IR ENROFELZERT DL, BEOREEZ FSICBRLAERLEETHZ L,

1. HE%RA
(1) HtREEEZTDEH
BE STV

(2) ftREFEEZDER

10.2 FRAEFE (HFRISEET S &)
AN 4 B AR EAR - BT 1% B - falRIA T
FARBLT bV UL | FARRT PV U LAEZRRICERSTS L, | TARKR—a T I s

(8.2, 14.1.3 ] RBEEAINMH T2 ERNEBEZOND T | MOBEPEZ D
O, FRFCERE LN &

<fFE>

AHN e F AR N U LAEBIRET D ETFARBE—a T I MALEMEIE L. KA T &
FEETER< 7Y, MEERERI ZENMONTWATDRIREITETAZ &, UL, [FKRZ
BEL2TNER 20 EACE, V-1 @A EoEkE ) oEICGEH LZEBY, FUEIRT A > 2
HEGLAEVWEIICTH I &, RFETAMEET ) U LARIRET D LT AHEE—a2 37 I LAY
T 22 EITMmHENTWDD . E DMK NLEVEIZ OV THE S V2 RGEEIT RV,

21



8. EIEA

1. &84EHA
ROBMERDBHHOND ZENHDHOT, BEEZ 7TV, BEPRD ONEEIITRE 2T
b4 272 EWE)R2LEEZTTH 2 &,

(1) EXGEIMER & DHER

1.1 EXAEA
MAATF T4 5% 5— GEERH)

11,2 BHBEE (5L AY)

SRS, RSB S 5 bID LN b S,

(2) zothoEI1ER

1.2 Z Db EI1ER
HEIR (BHEEAHT)

e R AT U 2 SEREGRD A i B

i e DS PEIAMIHE, AR

PR R B FLIEREE . FEMEO EV

IR P IRESHEAR, ORAPH, ARDFEMR

PR &, MR R OERRIRE | Kk, PPORIREE, WRMEASHORR, AR, D APk

A ks RSP, AL R, TR, WEek, EL, TR

B R OVR B BHERERE (Fpl2iE 3 HRE THEW T, &5 36 HiR £ THifwe
TOHGENDD)

P2 K OV T L P 5 AL PR K OB D 6 1, IR (R RRed 2 562
H5)

1 —wtEomE EF GEFEEH TEET 5), 1E2TH ., MmE TR

B EE L ORGRPTRRE | SR, ERALROS, KRR

ol R MR 2 S e T VLR =R, BB, FRE. € 9 FEIE

i fof e WHESDIRS
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9.

FRARRERRICREIZE

12 BERBRERRICRIFTEZE
12.1 TRLOBBRMAE BT 2 TREDN H 5D THEET L 2 &,

SRR M AL A Mg B R
AL AN, TRV TA BV T | RIMER, ~~ b 7 U v b,
A, Za—), JRFE. GGT MCV, EIfER, U o3gk, B
B, IFBERER, A FRER, MR
EHED JULTF=v MEUALEVED | ANFE ST, MCH, MCHC,

EHEEULELED . MY YR | AFHIRER
R, aLVATFa—1, BE R
Tha—A TNT I TAHY
T AT 7 EZ—F

Y ALT, 737 —F
TR wE S U ERtE. JREE. AST. CK. CKMB. aPTT
LDH PT (Quick —E&iE
IE INR f#)
OGN | 24 B, 2 LU AL IIRE | 12~16 R 24~48 M
4 H

ED LU EOSIT#ET210%DEENRBED SN
E2) PTYRINMI L DBHETIE, TRT2
1 3) DHTERROFEHIC L - T, REERERA/FDOLND

12.2 KFNIT R TCORDOHEIEIZ LD NRT A =R ITEET LD T, FARNVBOLNDHBY BB
WIEEETL 2L,

10. BEHRE

BRE SN TV

N EALEDEE

4 BEBRLEDEFE

14,1 ZFRIFARBFOIE

1411 KA1 AN T (B RaXxyanT I e LThg) IoX HARIKR AT 200mL %%,
A SUFAERNTIR VIR E TR 5, A7 < & b & 5-B1ART 30 BIZM L <RV IBE v

14.1. 2 KF#NE, LT OFERE DIREIC K > TREMWR. F 2B T 2« D7 EAL RT7HI F—
NIV, TZxvZ=), =ba 7k RXRUMINWEX =L, Txz= b, F I DA, T
N7 d—Iv, FARE =)V, LTeRo T, KAlL LR oFEAZ G H 2T 256 13F Ui
WRZ A > CTOREERGITRET D Z L,

14.1.3 KANL, LT OERE DREGICE > T, ALFHRGZE PR OOND - =27 U | g
VRDBA L, TT )y, Thavbyr, 2T 58 7E2I0 HbYr7o=1al v EHEE7T
FEu s REEAKFEFT NI UL FARES R U LA HHEET N VLAROT A g, L
oo T, KAl L ERROIEAZ & TefiiAl 24T 256 13F Tk 7 4 > TO R 5138 5
Z L, 8.2, 10.2 &HE]

14.1. 4 Mg 8] (i, AR ILER, WM M/l M O SUTHTREBGE %) 2 A & [RIRFIC & 5
HYEICIE, FMUEIRTZ A 2R LW &, AleER o, MU 6 oG5 34252 &,
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14,2 ERAREOEE
P L 7 BT 5 2 L, AR, RUEBTRELLELTSHATL, 2~40CT
L 6 WERILLNIC R 5 2 &, IR ORARIEIEASE, iR v b (22 4 — R EHT X)
RO 23 4 — R EHI A LA Z L,

12. ZDHOEE

(1

(2)

BRERERICE D < 1E#R

15. ZDHMDFE

15. 1 BREREAIZE D < 1Bk

15. 1.1 FFHSRE ITHERE R N E R X Y a T I L oY BRI RIETEEIC W T 5
TIE72v,

15.1.2 =2 b2 FAy FF R D LAOBBREICLV ST U hHEZRIET S 2 ERRESHLTY
Do RElZ=bm TV RF NI TACLD VT U HERIEROGEICHEH T2 Z LIXFARETH
DR, T URBICKT B TG OMLERIIAATHY , EHLRNZ L,

15. 1.3 BB W TARIOFDK S THDH e Ruxy a T I v ORREIC XS ST EERE O
BEERHESNLTND Y,

JEEGERERERICE D < 1HHR
BRESH TN
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X : JERGPREEX(ICREd 518 H

1. REHER

(1) FEZHERBHER
[VI. NPT HTHA] D

IHEMR

_>

(2) REMREHER
YUAL Ty b A XE D THRRARER,

DLAE R, FFRESR IS ME

WBERG LI RE TR

[ N N
i . BT 5B -
| PBUEE B R P
H
o | Bl L
H Z v b | 600mg/kg e
R f
B e, B0 | T Al
o | ITEELAR 7 v b 5. 50mg/kg (3 HMD. |
v e 15 | Bl
A X 5mg/kg (41 [H]) | .
HE3MEL | FHAN Rz L
MmE, LEX . 15, 30, 45} (N75mg/kg. A 7
o | A X | ZE{k7 L
11 140mg/kg :
] Eﬁﬁgmﬁgg A X 20, 70K Ur140mg/kg, | =L EREER T, K REIR
N g | HERES | BIIRAY (15%)H) LI, O R 1
= [l D A A EEH R
o 15, 30, 45} ON75mg/k
% | vpmrmy B 2| o O MEIKE st L
f SR
R
(3) ZDHDEBRAER
BRI SEIATR O i & TRICTRT, (BEHH)
- I B BER i,
nﬁ%ﬁ%ﬁﬁ nﬁ%ﬁ/ﬁ @J%d}i &5%&% Ejzﬁ‘ﬁ
BORA | EEO/BIRRO | T 0.5, fmg/ky | o one/ks AL IRREIRAE
I~ g;;gjﬁ[g ‘,\/E} ‘u B
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15,

FD%DOHE

RO BEERE K OEERMSCE Y, 2 HOEG 217> TH kv,

AN T %y hOHEIL b (BRIRIROEETH D 200mL) &35,

N IR SFE (0~18m) OBA. 7 /%y FOMEIL T0ng/kg (R ARHAE g £T) &7
Do

31



R G &

BN KR HESEF 21T 10g Th 5,

AR HIRNSEFEFR (0~181%) DA, KR HELEEIX 140mg/kg (7272 L, 10g Z 2 72\) &
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9.5 1E4F
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B EOFREL ORI REOFRMEEZZE L, FHLOMG T IEE2 BT L, AFloE
NFALFA~DOBITIZOWNTITE STV,

g

FL A

KE DA LHF
(2018 #4£ 12 A)

8.1 Pregnancy

Risk Summary

Available data from cases reported in the published literature and
postmarketing surveillance with CYANOKIT use in pregnant women are in-—
sufficient to identify a drug—associated risk for major birth defects
miscarriage, or adverse maternal and fetal outcomes. There are risks to
the pregnant woman and fetus associated with untreated cyanide poisoning
(see Clinical Considerations). In animal studies, hydroxocobalamin ad-
ministered to pregnant rats and rabbits during the period of organogen—
esis caused skeletal and soft tissue abnormalities, including altera—
tions in the central nervous system, at exposures similar to human
exposures at the therapeutic dose (see Data).

The estimated background risk of major birth defects and miscarriage
for the indicated population is unknown. All pregnancies have a back-
ground risk of birth defect, loss, or other adverse outcomes. In the
U.S. general population, the estimated background risk of major birth
defects and miscarriage in clinically recognized pregnancies is 2-4%
and 15-20%, respectively.

Clinical Considerations

Disease—associated maternal and/or embryo/fetal risk

Cyanide readily crosses the placenta. Cyanide poisoning is a medical
emergency in pregnancy which can be fatal for the pregnant woman and
fetus if left untreated. Life-sustaining therapy should not be withheld
due to pregnancy

Data
Animal Data

In animal studies, pregnant rats and rabbits received CYANOKIT (75, 150,
or 300 mg/kg/d) during the period of organogenesis. Following intraper-—
itoneal dosing in rats and intravenous dosing in rabbits, maternal ex—
posures were equivalent to 0.5, 1, or 2 times the human exposure at the
therapeutic dose (based on AUC). In the high dose groups for both spe-
cies, maternal toxicity occurred, and there was a reduced number of live
fetuses due to embryofetal resorptions. In addition, decreased live
fetal weight occurred in high dose rats, but not in rabbits. Incomplete
skeletal ossification occurred in both rats and rabbits. In rats, two
fetuses of the high dose group and two fetuses of the mid dose group
(each from a different litter) had short, rudimentary or small front or
hind legs. Rabbit litters and fetuses exhibited a dose—dependent in—
crease 1in various gross soft tissue and skeletal anomalies. The main
findings in rabbits were flexed, rigid flexor or medially rotated fore—
limbs or hindlimbs and domed heads at external examination; enlarged
anterior or posterior fontanelles of the ventricles of the brain and
flat, bowed or large ribs at skeletal examination; and dilated ventri-
cles of the brain, and thick wall of the stomach at visceral examination.
It is unknown if similar findings would be observed in rats and rabbits
if CYANOKIT was administered as a single dose during any critical period
of development.
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8.2 Lactation

Risk Summary

Breastfeeding is not recommended during treatment with CYANOKIT. There
are no data to determine when breastfeeding may be safely restarted
following administration of CYANOKIT. Hydroxocobalamin and Vitamin B12
(which is formed when hydroxocobalamin combines with cyanide) are pre-—
sent in human milk. There are no data on the effects of hydroxocobalamin
on the breastfed infant or the effects on milk production

(2) NREADKREICEHT 55N ER
HARDETFHRXD 19.7 /NRE] OHEOFLHEIILLTOLEY THY | KREOUHT SCEKEU @ SPC &
T8 705,

9.7 /INRZ
AN R R G b U BRI RRBR IR I LT, /NRIS R 2 AR O 5 BRI O TR 5T
WA, NRIZARH] Tomg/kg 25 LEZEFARE SN TS 7,

aepi) RLA A

8.4 Pediatric Use

KEOWSECE: | Safety and effectiveness of CYANOKIT have not been established in this
(2018412 A) | population. In non-US marketing experience, a dose of 70 mg/kg has been
used to treat pediatric patients

4.8 Undesirable effects

Paediatric population

Limited data on children (0 to 18 years old) treated with hydroxocobal-
amin did not show any difference in the safety profile of hydroxocobal-
amin between adults and children.

5.1 Pharmacodynamic properties

EU @ SPC
Paediatric population

(201941 A)

Documentation on efficacy is available for 54 paediatric patients. The
mean age of the paediatric patients was about six years and the mean
dose of hydroxocobalamin was about 120 mg/kg body weight. The survival
rate of 41% depended very much on the clinical situation. Out of the
20 paediatric patients without initial cardiac arrest, 18 (90%) sur-
vived, of whom 4 with sequelae. In general, the effectiveness of hy—

droxocobalamin in paediatric patients was similar to that of adults
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